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aortic stiffness in normalizin~ LV function remains to be examined. 
Pre-D Pre-D Post-D Post-D Rx Rx 
Basal Dextran Basal Dextran Basal Dextran 
EF(%) 
SV(ml/kg) 
LVEDV(mmHg) 
LVEDP(mmHg) 
Aortic stiffness index 
(mmHg/ml) 
0.55_+0.1 0.59-+0.1 0.42+-0.1" 0.47+0.1 + 0.55+-0.08 0.60+-0.1 
1.9+0.4 2.5+0.2 1.5_+0.16 # 2.0_+0.3 # 2.06+-0.23 2.9+-0.4 
3.4+0.4 4.4+-0.5 3.5_+0.6 4.2-+0.7 3.77+0.66 4.9_+0.7 
14+4 23+-6 12.6+-3 22+-3 13+-5 23+5 
87+~9 143+60* 83-+28 
Rx: D+ALT-711. *P~ 0.05; +P<0.001 compared to pre.D and Rx Dextran respectively, 
#P<0.01 compared to Pre-D and Rx Basel and Dextran. 
1040-143 Differential Changes in Central and Peripheral Conduit 
Vessel Stiffness With Advancing Age in a Community- 
Based Cohort: The NHLBI Framingham Heart Study 
Gary F. Mitchell, Emelia J. Benjamin, Michelle J. Kupka, Martin G. Larson, Daniel Law. 
Cardiovascular Engineering, Inc., Hol/iston, Massachusetts, Boston University School of 
Medicine, Boston, Massachusetts. 
Background: Increased stiffness of the conduit vessels is an increasingly appreciated 
cardiovascular disease risk factor in older adults. Prior studies of relations between age, 
sex and conduit vessel stiffness have shown that central conduit vessels stiffen with age 
whereas changes in peripheral conduits are less well established. 
Methods: We evaluated relations between age, sex and conduit vessel stiffness by 
assessing central (carotid-femoral, CF-PWV) and peripheral (carotid-radial, CR-PWV) 
pulse wave velocity in 520 subjects attending a routine exam at the Framingham Study. 
PWV was determined from sequential tonometry of the radial, femoral and carotid arter- 
ies using the ECG as a fiduciat point. 
Results: The cohort was 62+9 (range 37-86) years of age and 55% were femate. Linear 
regression of PWV with age and sex demonstrated a steep linear increase in CF-PWV 
(P<0.0001) with advancing age in men and women (Figure). There was no relationship 
between CR-PWV and age for either sex. Women had modestly lower CF-PWV (P<0.01) 
and moderately lower CR-PWV (P<0.0001) than men of comparable age. 
Figure. PWV by age and sex (mean _+ SD).. 
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Conclusions: In this large community-based cohort, central conduit stiffness increased 
dramatically with age whereas peripheral conduit stiffness was unchanged in men and 
women. Changes in central conduit stiffness likely account for increasing pulse pressure 
with advancing age in this cohort and may provide independent prognostic information in 
older adults. 
1040-144 Lack of Preconditioning with Recurrent Acute Ischemic 
Insults: An Aging Related Phenomenom? 
Fabian A. Azzari. Luis A. Guzman, Femando Cura, Lucio T. Padilla, Jr., Marcelo Trivi, 
Alberto A. de Lima, Carlos Bertolasi, Jorge A. Belardi, Instituto Cardiovascular de 
Buenos Aires, Buenos Aires, Argentina. 
Backuround: It has been shown that short periods of ischemia (Isch) make the myocar- 
dium more resistant o subsequent ischemic insults. Age is a well known high risk factor 
for all forms of CAD mainly acute coronary syndromes (ACS). One possible explanation 
is the failure of protective mechanisms to acute Isch {preconditioning (Pre), collateral 
recruitment}. The aim of the present study is to determine whether the aging process 
may produce a different olerance to balloon (Be) induce Isch. 
Methods: Forty two pts undergoing PTCA were included in the study. Pts with diabetes, 
recent MI (<30 days), total occluded vessels or with impaired flow or chest pain within 
last 48 hs were excluded. According to age, they were divided in <70 and _>70 years. Pre 
was evaluated during 75-90 sec Ba occlusion followed by a reperfusion period of 180 sec 
and repeated 3 times. ST segment response at the end of each the inflation were mea- 
sured via the intracoronary guidewire. The end point of the study was defined as the per- 
cent of maximum ST segment (ST Mx) resolution to the third inflation (Infl) (% ST Res). 
Results: Baseline clinical risk factor were similar between ~rous. 
ST Mx (mm) ST 3 rd Infl (mm) % ST Res 
<70 years n:30 16.3+-11.7 11.1 _+10 30.5+30" 
->70 years n:l 2 8.9~8.3 8.2+7.9 8.6-+14 
60-69 years n:17 17.8+13.4 13.1_+12.7 25.9-+30 
-<59 years n:13 15.0+-9.3 8.6+_6.8 45.3-+35** 
* p=0.04 between > and <70 years; ** P=0.1, trend toward worse Pre with aging. 
Conclusions: Pre appears to depend at least in part on the patient aging process. Older 
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pts appears to adapt less to recurrent ischemic insults than younger pts. These findings 
may have important ctinicat implications and might explain in part the worse outcome of 
older pts with ACS. 
1040-145 Antiaging Effect of Exercise Training on the Rat Heart: 
Gene Expression Profile Approach 
Nicola Ferrara, Paolo Pisanelli, Pasquale Abete, Claudio Calabrese, Luigi Pianese, Carlo 
Fasano, Mimmo Turano, Antonella Monticelli, Irene De Biase, Dario Leosco, Franco 
Rengo, Sergio Cocozza, Department of Gerontology, Geriatrics and Metabolic Diseases, 
Second University of Naples, Naples, Italy, Department of Internal Medicine and 
Department of Molecular Pathology, Federico It University, Naples, Italy. 
Introduction: The aim of the study was to provide the first global analysis of aging- 
induced gene expression changes in the rat heart and its modulation induced by exercise 
training using a gene chip technology according to very restrictive selection criteria. 
Methods: We analyzed the gene expression profile using oligonucleotide-based arrays to 
define the transcriptional response to the aging process in the rat heart and the modifica- 
tions induced by six weeks of graduated swim training in the gene expression profile of 
aging. The hybridization cocktail was applied to the GeneChip probe array named Rat 
Genuine U34A Array (Affymetdx, California, USA). This array contains probes interrogat- 
ing 5348 full-length genes and 3451 Expressed Sequence Tags (ESTs) from UniGene 
Collection (National Center for Biotechnology Information, USA. Fragmentation, hybrid- 
ization and scanning were performed by Research Genetics (Alabama, USA), Data were 
analyzed using GeneChip algorithms. For our study the hearts were obtained from 3 
male Wistar adult (6 months) and 3 sedentary and 3 trained senescent (26 months) rats. 
Results: We found 96 genes downregulatad and 3 genes upregulatod in the aging heart. 
Among these 99 transcripts, 26 genes also showed changes between hearts of seden- 
tary and trained aged rats. Comparison of down- and up-rogulatod transcripts between 
adult and senescent hearts showed that 47 genes can be classified as genes related to 
Cell Signaling/Communication, 15as Guns/Protein Expression, 12 as Metabolism, 11 as 
Cell Structure/Motility, 9 as Cell Division and 5 as Cell/Organism Defense. Among the 26 
genes showing significant changes between heads of sedentary and trained aged rats, 
14 were classified as related to Cell Signaling/Communication, 5 as Gene/Protein 
Expression, 4 as Cell Division, 2 as Metabolism and 1 as Cell/Organism Defense. 
Conclusion: Our results suggest that exercise is able to counterbalance the changes in 
transcript levels induced by aging in the rat head, completely reversing the age-related 
effects on the expression profile of some genes. These data confirm, at molecular level, 
the role of exercise training as anti-aging agent. 
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1061-153 Natriuretic Peptides Predict Left Ventricular 
Remodeling in Response to Metoprolol CR in Patients 
With Congestive Heart Failure: The RESOLVD Phase II 
Neurohumora! Substudy 
Michel White, Robed S, McKelvie, Christian Hall, Salim Yusuf, James Young, Roberto 
Latini, Jeffrey Probsffield, Ross Tsuyuki, Aldo P. Maggione, Alvaro Avezum, Jean-Lucien 
Rouleau, Montreal Heart Institute, Montreal, Quebec, Canada. 
Background: Metoprolol CR improves left ventdcular (LV) function and clinical outcome in 
patients with congestive heart failure (CHF). The relationship between neurohumoral 
activation and LV remodeling in response to metoprolol CR has not been investigated. 
Methods: Four hundred and twenty.six patients with LV ejection fraction (EF) of 28±11% 
(mean±SD), age 61±11 years, who had completed the phase I of RESOLVD were ran- 
domized to receive metoprolol CR (mean dose 156±70 mg/day) or placebo. Plasma cat- 
echolamines, adrenolutin, endothelin and big endothelin-1, angiotensin II, aldosterone, 
and the natriuretic peptides N-terminal proANP (Nt-ANP) and BNP as well as quantitative 
radionuclide LV angiograms were measured at baseline and after 24 weeks of therapy. 
Results: Metoprolol-CR-treated patients exhibited a significant increase in Nt-ANP 
(+208±696; p<0.001) and BNP (+11.3±41.5; p=0.003). Among neurohormones, only Nt- 
ANP and BNP were related with LVEF and end-systolic and end-diastolic volumes at 
baseline (all p<0.001). Only natriuretic peptides correlated weakly but significantly with 
the change in LVEF (Nt-ANP=-0.18; p=0.03; BNP=-0.23; p=0.003), and end-systolic vol- 
umes (Nt-ANP=0.17; p=0.03; BNP=0.23; p=0.003) in metoprolol-treated patients. Such 
correlations were not observed in patients treated with placebo. Conclusions: In this 
short study, natriuretic peptides and especially BNP correlated with LV function and vol- 
umes and changes in cardiac volume in response to metoprolol CR. Patients with higher 
levels of natriuretic peptides may be at higher risk for cardiac enlargement and a 
decrease in LVEF at short term in response to metoprolol CR therapy. 
